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1. \x\ applicant is hereby notified that the international search report has been established and is transmitted herewith. 
Filing of amendments and statement under Article 19: 

The applicant is enliUed, if he so wishes, to amend the claims of the international applicaUon (see Rule 46): 
When? The time limit for filing such amendments is normally 2 months from the date of transmittal of the 
international search report: however, for more details, sec the notes on ttie accompanying sheet. 

Where? To the International Bureau of W IPO Code: . 



34. chemin des Colombettes 
1211 Geneva 20, Switzerland 
Facsimile No.: (41-22) 740.14.35 



For more detailed instructions, see notes on the accompanying sheet. 



2 I 1 The applicant is hereby notified that no international search report will be established and that the declaration 

* I 1 under Article I7(2)(a) to that effect is transmitted herewith. 

3. Q With regard to the protest against payment of (an) additional fee(s) under Rule 40.2. the applicant is notified that: 



the protest together with the decision thereon has been transmitted to the International Bureau together with the 
applicant's request to forward the texts of both the protest and the decision thereon to the designated OfTices. 



□ 

I I no decision has been made yet on the protest: the applicant will be noufied as soon as a decision is made. 

4. Further action(s): The applicant is reminded of the following: 

ShorUy after 18 months from the priority date, the intcrnaUonal application will be published by the '"^.^^^^^.^"J?^^^";;^^^ 
Ifthe applicant wishes to avoid or postpone publication, a noUce of withdrawal of the internaUonal application, or 
of the priority claim, must reach the International Bureau as provided in Rules ^WbisA and 90/^*^.3. respecuvely, 
before the completion of the technical preparations for internaaonal publication. 
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before all designated Otiices 
elected because they are not bound by Chapter U 



priority dale, a demand for international preliminary examinauon must be filed if the app- 
le the entry into the national phase until 30 months from the priority date (in some Othces 

IV date, thic applicant must perform the prescribed acts for entry into the national phase 
which have not been elected within 19 months from the priority date or could not be 
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Applicant s or agent *s file reference 

H 2174-1 WO 


FOR FURTHER see Notification of Transmittal of International Search Report 
ACTION (Form PCr/ISA/220) as well as. where applicable, item 5 below. 


International application No. 

PCT/SE 00/00878 


International filing date (dayjmonthjyear) 

4 May 2000 


(Earliest) Priority Date ( dayjmonthjyear) 

6 May 1999 


Applicant 

AstraZeneca AB et aT , — — 



This international search report has been prepared by this International Searching Authority and is transmitted to the 
applicant according to Article 18. A copy is being transmitted to the International Bureau. 

This international search report consists of a total of 3 sheets. 

It is also accompanied by a copy of each prior art document cited in this report. 



1. I I Certain claims were found unsearchable (See Box I). 

2. I I Unity of invention is lacking (See Box II). 

3. I I The international application contains disclosure of a nucleotide and/or amino acid sequence listing and the 
' ^ international search was carried out on the basis of the sequence listing 

filed with the international application. 

furnished by the applicant separately from the international application, 

□ but not accompanied by a statement to the effect that it did not include 
matter going beyond the disclosure in the international application as filed. 

transcribed by this Authority. 



□ 
□ 

□ 



4. With regard to the title, □ ^« ^^^^ approved as submitted by the applicant. 

pT] the text has been established by this Authority to read as follows: 
Human GABAg receptor 1 promoters 



5. With regard to the abstract, 

pT] the text is approved as submitted by the applicant. 

□ the text has been established, according to Rule 38.2(b), by this Authority as it appears 
in Box III. The applicant may, within one month from the date of mailing of this mter- 
national search report, submit comments to this Authority. 



6. The figure of the drawings to be published with the abstract is: 

Figure No | | as suggested by the applicant. | x| None of the figures. 

I I because the applicant failed to suggest a figure. 

because this figure better characterizes the invention. 
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INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/SE 00/00878 



A. CLASSIFICATION OF SUBJECT MATTER 



IPC7: C07K 14/705, AOIK 67/027 . . , , . . ^ .o^ 

According to International Patent Classification (IPC) or to both nauonal ciassificauon and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by ciassificauon symbols) 

IPC7: C07K, AOIK 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 

SE,DK,FI,NO classes as above 



Electronic data base consulted during the international search (name of daU base and, where practicable, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



EMBL, Databas/GenBank/DBJ, Accession no. AL031983, 
Younger, R.: "Direct Submission" 



Neurogenetics, Volume 2, 1998, 

Howard Christian Peters et al , "Mapping genomic 
structure, and polymorphisms of the human GABABRl 
receptorgene: evaluation of its involvement in 
idiopathic generalized epiliepsy", 
page 47 - page 54, see page 52, column 2, line 45 
- line 50 



WO 9746675 Al (NOVARTIS AG), 11 December 1997 
(11.12.97) 



1-31 



1-31 



21-31 
1-20 



Further documents are listed in the conlinuaUon of Box C. See patent famUy annex. 



• Special categories of cited documents: 

"A" document defining the general state of the art which is not considered 

to be of particular relevance 
"E* erlier document but published on or after the international filing date 
"L" document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other 

special reason (as specified) 
"O* document referring to an oral disclosure, use. exhibition or other 

means 

"P" document published prior to the international filing date but later than 
the priority dale claimed 



T" later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

"X' document of particular relevance: the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

* Y" document of particular relevance: the claimed invention cannot he 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 



21 AuGUSt 2000 



Date of mailing of the international search report 

0 4 -09- 2000 



Name and mailing address of the ISA/ 
Swedish Patent Office 
Box 5055, S-102 42 STOCKHOLM 
Facsimile No, + 46 8 666 02 86 



Authorized officer 

Patrick Anders son/EO 

Telephone No. + 46 8 782 25 00 
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Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 
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WO 9921890 Al (ASTRA AKTIEBOUG), 6 May 1999 
(06.05.99) 


1-31 
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PCT 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 
(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 
H 2174-1 WO 


T7/^n n -o-i-LJirn a r-rii-kw See Notification ofTransmiual of Intemaiional 
FOR FURTHER ACTION „ i- • t~ • • r» Dr"r/roc a 1 ^\ 

Preliminary- Examination Report (Fonm PCT/IPEA/4 1 6) 


International application No. 
PCT/SEOO/00878 


International filing date (day/ month/year). 

04.05.2000 


Priority date (day/ monthly ear) 

06.05.1999 


International Patent Classification (IPC) or national classification and TPC7 
C 07 K 14/705, A 01 K 67/027 


Applicant 

AstraZeneca AB et al' 



1 . This international preliminar>' examination report heis been prepared by this International Preliminary' Examining 
Authority and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 4 sheets, including this cover sheet. 



I This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 

been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 

(see Rule 70.16 and Section 607 of the Administrative instructions under the PCT). \ 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability- 
Lack of unity of invention ' ' ^ ' ^ 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanation.s supporting such statement 

Certain documents cited 
Certain defects in the international application 
Certain observations on the international application 



Date of submission of the demand 
30.10.2000 


Date of completion of this repon 
05.09.2001 


Najne ajid mailing address of the IPE.A'SE 
Pa!:en^- och regis ^rerincsverket Tele;-: 
Box 5C5S " :7r7E 
S-1C2 4 2 STOCKHOLh! ?ATO?.£G-£ 

Facsimile No. 06-66" 72 c? 


Authorized officer 

• 

Hampus Rystedt/EC . - 

Telephone No. 08-7 62 25 00 
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INTERNATIONAL PRELUVIINARV E>L\MINAT10N REPORT 



International application No. 
PCT/SEOO/00878 



I, Basis of the report 



1. With regard to the elements of the international application:* 
[Xj the international application as originally filed 

I I the description: 

pages 

pages 

pages 



, as originally filed 



, filed with the demand 



filed with the lener of 



[ I the claims: 
pages 
pages 

pages 

pages 



. as originaily filed 

. as amended (together with any statement) under article 19 

, filed with the demand 



, filed with the lener of 



I I the drawings: 
pages 
pages 

pages 



, as ori^naJly filed 



. filed with the demand 



filed with the lener of 



I I the sequence listing part of the description: 
pages 

pages : 

pages 



as originally filed 



, filed with the demand 



, filed with the lener of 



2. With regard to the language, all the elements marked above were available or furnished to this Authorit> in the language in w hich 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or fijrnish^d to this Authority in the following language which is: 

I I the language of a translation furnished for the purposes of international search (under Rule 23. 1 (b)). 
I I the^ language of publication of the intemadonal application (under Rule 48-3(b)), 

I I the language of the translation furnished for the purposes of intemational preliminary' examination (under Rules 55.2 and/ 
' ' or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

I I contained in the inlemaiional application in wrinen form. 

I I filed together with the intemational application in computer readable form. • - - ' ' 

[ I furnished subsequently to this Authorit>" in written form. 

I I furnished subsequently to this Authority in computer readable form. 

I I The statement thai the subsequently furnished wrinen sequence listing does not go beyond the disclosure in the 

intemational aoolication as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the wrinen sequence listing has 
been furnished. 



□ 

4. I I The amendments have resulted in the cancellation of: 



the description, pages 
the claims, Nos. 



□ 
□ 
□ 

This report has been established as if (some of) the amendments had not been made, since the) huve been considered to go 
beyond the disclosure as filed., as indicated in the Supplemental Box (Rule 70.2 (c)).** 



the drawings, sheet/fig 



* Replacement sheets which hme been furnished lo the receiving Office in response to an invitation under Article N are referred to 
in this report as "originally filed" and ore annexed to this report since they do not coniain amendments (Rules 70. 16 
and 70. J 7). 

Any replacement sheet cofuaining such amendments must be referred to under item / and annexed to this report. 
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International application No. 


INTERNATIONAJL PRELIMINARY EX.AJM I NATION REPORT 


PCT/SEOO/00878 



V. Reasoned statement under Article 35(2) witb regard to novelty-, inventive step or industrial applicability'; 
citations and explanations supporting such statement 



1 . Statement ^ 

Novelt>*(N) Claims 1-31 YES 

Claims NO 

Inventive step (IS) Claims YES 

Claims 1-31 NO 

Industrial applicability (lA) Claims 1-31 YES 

Claims NO 



2. Citations and explanations (Rule 70.7) 

The claimed invention relates to nucleic acid molecules 
constituting a human GABAb receptor 1 promoter. Further, the 
application relates to subjects related to molecules such as 
vectors, host cells, expression systems and assays. 



Dl) Younger R. GeneBank accession no AL031983 

D2) Peters HC et al., Mapping, genomic structure, and 

polymorphism of the human GABAbRl 'receptor gene: evaluation of 
its involvement in idiopathic generalized epilepsy", 1998, vol 
2, - pages 47-54 
D3) W097/466575, Al 

Dl discloses the seque.nce of the chromosome loci encoding 
inter alia the GABAb receptor. Dl identifies two putative CpG 
islands in the region encoding the GABA receptor; CpG- islands 
are GC rich regions indicating transcription initiation e.g. 
•for spliced variants. The CG-rich regions of Dl correspond to 
the promoters claimed (position bp 4520-5633 ( bp 2914-4027 of 
SEQ NO 1 according to numbering in the present application) 
and 9500-10376 (bp 3985-4361 of SEQ NO 2 according to numbering 
in the present application) . 

D2 discloses the genomic structure of the human GABAbRl 
receptor gene. D2 finds that the intron region between exons 
la4 and la (as defined in D2 ) probably contain the promoters 
for the GABAb Rib receptor. This region seems to correspond to 
the region above exon 6 (as defined in the present 
application) i.e. promoter Plb. Moreover, an additional exon 
is postulated above exon lal, refer to page 52 column 2, lines 
45-56. In D2, polymorphism in the GABAb- receptor is studied 
in patients suffering from epilepsy. Polymorphisms in the 
regulatory region is said to be of interest. 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



Intemaiional application No. 
PCT/SEOO/00878 



Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of: V 

How to find the promoter region of a known gene is considered 
to be obvious to a person skilled in the art unless an 
unexpected special technical problem is solved. In the present 
caise, the information in Dl or D2 narrows the region of where 
to search; the cloning of the promoters is facilitated 
further. Thus, the invention according to claims 1-21 is novel' 
has industrial applicability, but is considered to lack an 
inventive step. 

D3 discloses a transgenic animal with a modulated expression 
of a GABAb receptor as well as a test system for 
identification of compounds effecting the expression of GABAb 
receptors, refer to page 19, lines 1-5 and claim 11. The 
control sequences used are not defined, however it seems 
obvious to a person skilled in the art that a promoter 
sequence may be used as a control sequence in the method of 
D3. Thus, the invention according to claims 21-31. is 
considered obvious to a person skilled in the art. 
The invention according to claims 21-31 is novel, industrially 
applicable, but not considered to involve an inventive step. 
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15 10 15 

AAT GTG ACC CAT CTC CTG CAA CAA GAG CTG ACC GAG GCC GAG AAG GGC 96 
Asn Tal Thr His Leu Leu Gin Gin Glu Leu' Thr Glu Ala Gin Lys Gly 

20 25 30 

TTT GAG GAT GTG GAG GCC GAG GCC GCC ACC TGC AAC CAC ACT GTG ATG 144 
Phe Gin Asp Val Glu Ala Gin Ala Ala Thr Cys Asn His Thr Val Met 

35 40 45 

GCC CTA ATG GCT TCC CTG GAT GCA GAG AAG GCC CAA GGA CAA AAG AAA 192 
Ala Leu Met Ala Ser Leu Asp Ala Glu Lys Ala Gin Gly Gin Lys Lys 

50 55 60 

GTG GAG GAG CTT GAG GGA GAG ATC ACT ACA TTA AAC CAT AAG CTT CAG 240 
Val Glu Glu Leu Glu Gly Glu He Thr Thr Leu Asn His Lys Leu Gin 
65 70 75 80 

GAG GCG TCT GCA GAG GTG GAG CGA CTG AGA AGA GAA AAC CAG GTG TTA 288 
Asp Ala Ser Ala Glu Val Glu Arg Leu Arg Arg Glu Asn Gin Val Leu 
85 90 95 



6 1 mfxs^jn 1 1 _ o 9 R ,S R A 



10 — 0606 1' 



AGC GTG AGA ATC GCG GAC AAG AAG TAG TAG CCC AGC TCC GAG GAG TCC 336 
Ser Val Arg He Ala Asp Lys Lys Tyr Tyr Pro Ser Ser Gin Asp Ser 

100 105 110 

AGC TCC GCT GCG GCG CCC GAG CTG CTG ATT GTG CTG CTG GGC CTC AGC 384 
Ser Ser Ala Ala Ala Pro Gin Leu Leu He Val Leu Leu Gly Leu Ser 

115 120 125 

GCT CTG CTG CAG TGA 399 
Ala Leu Leu Gin 
130 
[0 18 2] 
iS^J## : 2 

mm(OM^ : 5 1 0 

mn<Dm : mm 
mom : 

mmomM: cDNA 
SB^J 

GAATTCCCAC C ATG GGA TGG AGC TGT ATC ATC CTC TTC TTG GTA GCA 47 
Met Gly Trp Ser Cys He He Leu Phe Leu Val Ala 
15 10 
ACA GCT ACA GGT GTC CAC TCC GAC TAG AAA GAC GAT GAC GAT AAA GGT 95 
Thr Ala Thr Gly Val His Ser Asp Tyr Lys Asp Asp Asp Asp Lys Gly 

15 20 25 

ACC AAC AGC GAG GCG TGC CGG GAC GGC CTT CGG GCA GTG ATG GAG TGT 143 
Thr Asn Ser Glu Ala Cys Arg Asp Gly Leu Arg Ala Val Met Glu Cys 

30 35 40 

CGG AAT GTC ACC CAT CTC CTG CAA CAA GAG CTG ACC GAG GCC CAG AAG 191 
Arg Asn Val Thr His Leu Leu Gin Gin Glu Leu Thr Glu Ala Gin Lys 
45 50 55 60 

6 2 miiE#^ 11-3026364 



ijf 5JI 10 — 060613 



383 



431 



GGC TTT CAG GAT GTG GAG GCG CAG GCG GGC ACC TGC AAC GAG ACT GTG 239 
Gly Phe Gin Asp Val Glu Ala Gin Ala Ala Thr Cys Asn His Thr Val 

65 70 75 

ATG GCC CTA ATG GCT TCC CTG GAT GCA GAG AAG GGC CAA GGA CAA AAG 287 
Met Ala Leu Met Ala Ser Leu Asp Ala Glu Lys Ala Gin Gly Gin Lys 

80 85 90 

AAA GTG GAG GAG CTT GAG GGA GAG ATG ACT ACA TTA AAC CAT AAG CTT 335 
Lys Val Glu Glu Leu Glu Gly Glu lie Thr Thr Leu Asn His Lys Leu 

95 100 105 

CAG GAG GCG TCT GCA GAG GTG GAG CGA CTG AGA AGA GAA AAC CAG GTG 
Gin Asp Ala Ser Ala Glu Val Glu Arg Leu Arg Arg Glu Asn Gin Val 

110 115 120 

TTA AGC GTG AGA ATC GCG GAC AAG AAG TAG TAG CCC AGC TCC CAG GAC 
Leu ser Val Arg lie Ala Asp Lys Lys Tyr Tyr Pro Ser Ser Gin Asp 
125 130 135 140 

TCC AGC TCC GCT GCG GCG CCC CAG CTG CTG ATT GTG CTG CTG GGC CTG 
ser ser Ser Ala Ala Ala Pro Gin Leu Leu lie Val Leu Leu Gly Leu 

145 150 155 

AGC GCT CTG CTG CAG TGAGATCCCA GGATCC 
Ser Ala Leu Leu Gin 
160 

[0 18 3] 

u^m^ : 3 

iS^lI(Z):RS : 4 4 5 

mom : 

m^iOUM: cDNA 

mm 



479 



510 



...j3-,-)fefcTn -I 1 _ ^} f\ O R ^ R A 



/^Ap 10 — 06061 



TAG CCA TAC GAC GTC CCA GAG TAG GGT GGT ACC AAG AGC GAG GCC TGG 48 
Tyr Pro Tyr Asp Val Pro Val Tyr Ala Gly Thr Asn Ser Glu Ala Cys 

15 10 15 

CGG GAC GGC CTT CGG GCA GTG ATG GAG TGT CGC AAT GTC ACC CAT CTC 96 
Arg Asp Gly Leu Arg Ala Val Met Glu Cys Arg Asn Val Thr His Leu 

20 25 30 

CTG CAA CAA GAG CTG ACC GAG GCC CAG AAG GGC TTT CAG GAT GTG GAG 144 
Leu Gin Gin Glu Leu Thr Glu Ala Gin Lys Gly Phe Gin Asp Val Glu 

35 40 45 

GCC CAG GCC GCC ACC TGC AAC CAC ACT GTG ATG GCC CTA ATG GCT TCC 192 
Ala Gin Ala Ala Thr Cys Asn His Thr Val Met Ala Leu Met Ala Ser 

50 55 60 

CTG GAT GCA GAG AAG GCC CAA GGA CAA AAG AAA GTG GAG GAG CTT GAG 240 
Leu Asp Ala Glu Lys Ala Gin Gly Gin Lys Lys Val Glu Glu Leu Glu 
65 70 75 80 

GGA GAG ATG ACT ACA TTA AAC CAT AAG CTT CAG GAC GCG TOT GCA GAG 288 
Gly Glu He Thr Thr Leu Asn His Lys Leu Gin Asp Ala Ser Ala Glu 

85 90 95 

GTG GAG CGA CTG AGA AGA GAA AAC CAG GTC TTA AGC GTG AGA ATC GCG 336 
Val Glu Arg Leu Arg Arg Glu Asn Gin Val Leu Ser Val Arg lie Ala 

100 105 110 

GAC AAG AAG TAC TAC GCC AGC TCC CAG GAC TCC AGC TCC GCT GCG GCG 384 
Asp Lys Lys Tyr Tyr Pro Ser Ser Gin Asp Ser Ser Ser Ala Ala Ala 

115 120 125 

GCC CAG CTG CTG ATT GTG CTG CTG GGC CTC AGC GCT CTG CTG CAG • 429 
Pro Gin Leu Leu He Val Leu Leu Gly Leu Ser Ala Leu Leu Gin 

130 135 140 

TGAGATCCCA GGATCC 445 
[0184] 

6 4 ailiE#¥ 1 1-3026364 



4f 5p 10-060613 



mncD^-^ : 3 8 7 
SB^J®aiS : cDN A 

TAG CCA TAC GAC GTC CCA GAC TAG GCT GGT ACC AAC AGG GAG GCC TGC 48 
Tyr Pro Tyr Asp Val Pro Val Tyr Ala Gly Thr Asn Ser Glu Ala Cys 

15 10 15 

CGG GAC GGC CTT CGG GCA GTG ATG GAG TGT CGC AAT GTC ACC CAT CTC 96 
Arg Asp Gly Leu Arg Ala Val Met Glu Cys Arg Asn Val Thr His Leu 

20 25 30 

GTG CAA CAA GAG CTG ACC GAG GCC CAG AAG GGC TTT CAG GAT GTG GAG 144 
Leu Gin Gin Glu Leu Thr Glu Ala Gin Lys Gly Phe Gin Asp Val Glu 

35 40 45 

GCC CAG GCC GCC ACC TGC AAC CAC ACT GTG ATG GCC CTA ATG GCT TCC 192 
Ala Gin Ala Ala Thr Cys Asn His Thr Val Met Ala Leu Met Ala Ser 

50 55 60 

CTG GAT GCA GAG AAG GCC CAA GGA CAA AAG AAA GTG GAG GAG CTT GAG 240 
Leu Asp Ala Glu Lys Ala Gin Gly Gin Lys Lys Val Glu Glu Leu Glu 
65 70 75 80 

GGA GAG ATG ACT ACA TTA AAC CAT AAG CTT CAG GAC GCG TCT GCA GAG 288 
Gly Glu lie Thr Thr Leu Asn His Lys Leu Gin Asp Ala Ser Ala Glu 

85 90 95 

GTG GAG GGA CTG AGA AGA GAA AAC CAG GTC TTA AGC GTG AGA ATC GCG 336 
Val Glu Arg Leu Arg Arg Glu Asn Gin Val Leu Ser Val Arg He Ala 
100 105 110 

r* e; f^' O r>. O O '-^ /• 



10-060610 



GAC AAG AAG TAG TAG CCG AGG TOG GAG GAG TGG AGC TGC GCT 378 
Asp Lys Lys Tyr Tyr Pro Ser Ser Gin Asp Set Ser Ser Ala 
115 120 125 

TGAGGATGG 

387 

[0 1 8 5] 
iH^J## : 5 
m^i(0^^ : 8 5 

m^iom : mm 
m^iiomm : cdna 

GTCTGGGTCC CAGGTGGAGG ATGTGGA TAG GCA TAG GAC GTG GCA GAC TAG 51 

Tyr Pro Tyr Asp Val Pro Val Tyr 
1 5 

GCT GGTACCAAGG TGGAAATGAA AGGTACGGAA T 85 
Ala 

[0 18 6] 

mnm^ : 6 

mmo)^^ : 5 3 5 
m^i(Dm : mm 
morn : n^m 

@B^J®SM : c DN A 

AGATGTGTCA GG ATG AGG GTG CCG GCT GAG CTC GTG GGG GTG CTG GTG 48 

Met Arg Val Pro Ala Gin Leu Leu Gly Leu Leu Leu 

1 5 10 

6 6 11-3026364 

i 



/j^s^ 10-060613 



CTC TGG CTC CCA GGT GCA CGA TGT GCA TAG CCA TAG GAG GTC CCA GAG 96 
Leu Trp Leu pro Gly Ala Arg Cys Ala Tyr Pro Tyr Asp Val Pro Val 

15 20 25 

TAG GGT GGT ACC AAC AGG GAG GGC TGC CGG GAG GGC GTT CGG GCA GTG 144 
Tyr Ala Gly Thr Asn Ser Glu Ala Cys Arg Asp Gly Leu Arg Ala Val 

30 35 40 

ATG GAG TGT CGG AAT GTC ACC CAT CTC GTG CAA CAA GAG CTG ACC GAG 192 
Met Glu Cys Arg Asn Val Thr His Leu Leu Gin Gin Glu Leu Thr Glu 
45 50 55 60 

GGC GAG AAG GGC TTT CAG GAT GTG GAG GCC GAG GGC GGC ACC TGC AAC 240 
Ala Gin Lys Gly Phe Gin Asp Val Glu Ala Gin Ala Ala Thr Cys Asn 

65 70 75 

CAC ACT GTG ATG GCC CTA ATG GCT TCC CTG GAT GCA GAG AAG GCC CAA 288 
His Thr Val Met Ala Leu Met Ala Ser Leu Asp Ala Glu Lys Ala Gin 

80 85 90 

GGA CAA AAG AAA GTG GAG GAG CTT GAG GGA GAG ATC ACT ACA TTA AAC 336 
Gly Gin Lys Lys Val Glu Glu Leu Glu Gly Glu He Thr Thr Leu Asn 

95 100 105 

CAT AAG CTT CAG GAG GGG TGT GCA GAG GTG GAG CGA CTG AGA AGA GAA 384 
His Lys Leu Gin Asp Ala Ser Ala Glu Val Glu Arg Leu Arg Arg Glu 

110 115 120 

AAC CAG GTC TTA AGC GTG AGA ATC GCG GAG AAG AAG TAG TAG CGG AGG 432 
Asn Gin Val Leu Ser Val Arg lie Ala Asp Lys Lys Tyr Tyr Pro Ser 
125 130 135 140 

TCC CAG GAG TCC AGC TCC GCT TGAGGATCCT ATGGTTACCA ACTACCTAGA 483 
Ser Gin Asp Ser Ser Ser Ala 
145 

CTGGATTCGT GAGAACATGC GGCCGTGATA TCTACGTATG ATCAGCCTCG AC 535 
[0187] 



10 — 06061 

IH3^J## : 7 
@H^J©:R$ : 2 0 

mom : 

m^iomm : -^-^dna 

GGCCGCATGT TGTCACGAAT 20 

[0 18 8] 
SB^J*-^ : 8 
@H3^J(D:R$ : 2 0 

mom : 

mmomm : -^^^dna 

ATCGCCTGGA GACGCCATCA 20 

[0 18 9] 
SB3^J#-t : 9 
fH^J©:S$ : 2 7 

mom : 

m^iomm: -k^DNA 

TAAAGGTACC AACAGCGAGG CCTGCCG 27 

[0 19 0] 
BB^J## : 1 0 
mno^-^ : 2 8 

6 8 mUn^ 1 1-3026364 



10 — 060613 

@2^j®§ff : mm 
mm 

CTGCTGCAGT GAGATCCCAG GATCCATA 28 

[0 19 1] 
IB^J## : 1 1 

mm<D^-^ : 3 0 

mm(D^ : mm 
mm 

CAGGACTCCA GCTGCGCTTG AGGATCCTAT 30 

[0 19 2] 
IB^J## : 1 2 

mmcD^-^ : 1 0 6 

ge3^j(Z)M : mm 
m(Dm : -^m 

mm(Dmm : -^^dna 

AATTCCCACC ATGGGATGGA GCTGTATCAT CCTCTTCTTG GTAGCAAGAG CTACAGGTGT 60 
CCACTCCGAC TACAAAGACG ATGACGATAA AGGTACCGCG GCGGGG 106 
[0 19 3] 

mm^^ : 1 3 
mmo)M-^ : 1 0 6 
mm<^M : mm 

R q fP.^S^M 1 1 — ?5 n 9 R ?5 R 4 



10-06061 



P 



GATCCGCGGC CGCGGTACCT TTATCGTCAT CGTCTTTGTA GTCGGAGTGG ACACCTGTAG 60 
CTGTTGCTAC CAAGAAGAGG ATGATACAGC TGCATCCCAT GGTGGG 106 
[0 19 4] 

mmm^ : i 4 

m^i<Dn^ : 3 7 

mmom : mm 

GTGCATACCC ATACGACGTC CCAGACTACG CTGGTAC 37 

[0 19 5] 
gB^J## : 1 5 

mmo)^-^ : 3 6 
mm 

CAGCGTAGTC TGGGACGTCG TATGGGTATG CACATC 36 
[0 19 6] 

mm^^ : 1 6 

mno^-^-^ ' 1014 

7 0 aill4t¥ 11-3026364 

i 



10 — 060613 



m^WWM : cDNA 

mn 

GAATTCGGCA CGAGGGATCT GG ATG GCA TCT ACT TOG TAT GAG TAT TGC 49 

Met Ala Ser Thr Ser Tyr Asp Tyr Cys 
1 5 

AGA GTG CCC ATG GAA GAG GGG GAT AAG CGC TGT AAG CTT CTG CTG GGG 97 
Arg Val Pro Met Glu Asp Gly Asp Lys Arg Cys Lys Leu Leu Leu Gly 
10 15 20 25 

ATA GGA ATT CTG GTG CTC CTG ATC ATC GTG ATT CTG GGG GTG CCC TTG 145 
He Gly He Leu Val Leu Leu He He Val He Leu Gly Val Pro Leu 

30 35 40 

ATT ATC TTC ACC ATG AAG GCC AAC AGC GAG GCC TGC CGG GAC GGC CTT 193 
He He Phe Thr He Lys Ala Asn Ser Glu Ala Cys Arg Asp Gly Leu 

45 50 55 

CGG GCA GTG ATG GAG TGT CGC AAT GTG ACC CAT CTC CTG CAA CAA GAG 241 
Arg Ala Val Met Glu Cys Arg Asn Val Thr His Leu Leu Gin Gin Glu 

60 65 70 

CTG ACC GAG GCC CAG AAG GGC TTT GAG GAT GTG GAG GCC CAG GCC GCC 289 
Leu Thr Glu Ala Gin Lys Gly Phe Gin Asp Val Glu Ala Gin Ala Ala 

75 80 85 

ACC TGC AAC CAC ACT GTG ATG GCC CTA ATG GCT TCC CTG GAT GCA GAG 337 
Thr Cys Asn His Thr Val Met Ala Leu Met Ala Ser Leu Asp Ala Glu 
90 95 100 105 

AAG GCC CAA GGA CAA AAG AAA GTG GAG GAG CTT GAG GGA GAG ATC ACT 385 
Lys Ala Gin Gly Gin Lys Lys Val Glu Glu Leu Glu Gly Glu He Thr 
110 115 120 



vu^m^l 1 1 — a O 2 6 3 6_A 



10 — 06061 



ACA TTA AAC CAT AAG CTT CAG GAC GCG TCT GCA GAG GTG GAG CGA CTG 433 
Thr Leu Asn His Lys Leu Gin Asp Ala Ser Ala Glu Val Glu Arg Leu 

125 130 135 

AGA AGA GAA AAC CAG GTC TTA AGC GTG AGA ATC GCG GAC AAG AAG TAC 481 
Arg Arg Glu Asn Gin Val Leu Ser Val Arg He Ala Asp Lys Lys Tyr 

140 145 150 

TAG CCC AGC TCC CAG GAC TCC AGC TCC GCT GCG GCG CCC CAG CTG CTG 529 
Tyr Pro Ser Ser Gin Asp Ser Ser Ser Ala Ala Ala Pro Gin Leu Leu 

155 160 165 

ATT GTG CTG CTG GGC CTC AGC GCT CTG CTG CAG TGAGATCCCA GGAAGCTGGC 582 
lie Val Leu Leu Gly Leu Ser Ala Leu Leu Gin 
170 175 180 



ACATCTTGGA 


AGGTCCGTCC 


TGCTCGGCTT TTCGCTTGAA 


CATTCCCTTG 


ATCTCATCAG 


642 


TTGTGAGCGG 


GTCATGGGGC 


AACACGGTTA GCGGGGAGAG 


CACGGGGTAG 


CCGGAGAAGG 


702 


GCCTCTGGAG 


CAGGTCTGGA 


GGGGCCATGG GGCAGTCCTG 


GGTGTGGGGA 


CACAGTCGGG 


762 


TTGACCCAGG 


GCTGTCTCCC 


TCCAGAGCCT CCCTCCGGAC 


AATGAGTCCC 


CCCTCTTGTC 


822 


TCCCACCCTG 


AGATTGGGCA 


TGGGGTGCGG TGTGGGGGGC 


ATGTGCTGCC 


TGTTGTTATG 


882 


GGTTTTTTTT 


GCGGGGGGGG 


TTGCTTTTTT CTGGGGTCTT 


TGAGCTCCAA 


AAAAATAAAC 


942 


ACTTCCTTTG 


AGGGAGAGCA 


CACCTTAAAA AAAAAAAAAA 


AAAAAAAAAA 


AAAAAAATTC 


1002 


GGGCGGCCGC CA 








1014 



[0 19 7] 
@H^J## : 1 7 

my^io)^^ : 3 7 9 

mmo)m : mm 

my^iO)UM : c D N A 



7 2 



mU^^ 11-3026364 



g^i^ 10 — 060613 



ATG GGA TGG AGC TGT ATC ATC CTC TCC TTG GTA GCA ACA GCT ACA GGT 48 
Met Gly Trp Ser Cys lie lie Leu Ser Leu Val Ala Thr Ala Thr Gly 

-15 -10 -5 

GTC CAC TCC GAC ATC CAG ATG ACC GAG AGC CCA AGC AGC CTG AGC GCC 96 
val His Ser Asp lie Gin Met Thr Gin Ser Pro Ser Ser Leu Ser Ala 

-11 5 10 

AGC GTG GGT GAC AGA GTG ACC ATC ACC TGT AAG GCT ACT CAG GAT GTG 144 
Ser val Gly Asp Arg Val Thr lie Thr Cys Lys Ala Ser Gin Asp Val 

15 20 25 

AAT ACT GCT GTA GCC TGG TAG CAG CAG AAG CCA GGA AAG GCT CCA AAG 192 
Asn Thr Ala Val Ala Trp Tyr Gin Gin Lys Pro Gly Lys Ala Pro Lys 
30 35 40 45 

CTG CTG ATC TAG TCG GCA TCC AAG CGG TAG ACT GGT GTG CCA AGC AGA 240 
Leu Leu lie Tyr Ser Ala Ser Asn Arg Tyr Thr Gly Val Pro Ser Arg 

50 55 60 

TTC AGC GGT AGC GGT AGO GGT ACC GAC TTC ACC TTC ACC ATC AGC AGC 288 
Phe ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Phe Thr lie Ser Ser 

65 70 75 

CTC CAG CCA GAG GAC ATC GCT ACC TAG TAG TGC CAG CAA CAT TAT ACT 336 
Leu Gin Fro Glu Asp He Ala Thr Tyr Tyr Cys Gin Gin His Tyr Ser 

80 85 90 

ACT CCA TTC ACC TTC GGC CAA GGG ACC AAG GTG GAA ATC AAA C 
Thr Pro Phe Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys 
95 100 105 

[0 19 8] 
@3^rj#-t : 1 8 
mW^-^ : 4 1 8 



379 



10-0606 r 



m^i<DmM. : cDNA 

mm 

ATG GAC TGG ACC TGG AGG GTC TTC TTC TTG CTG GOT GTA GOT CCA GGT 48 
Met Asp Trp Thr Trp Arg Val Phe Phe Leu Leu Ala Val Ala Pro Gly 

-15 -10 -5 

GOT GAG TCC GAG GTG GAG GTG GTG GAG TCT GGG GGT GAG GTG AAG AAG 96 
Ala His Ser Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 10 

CCT GGG GCC TCA GTG AAG GTT TCC TGC AAG GCA TCT GGA TAG ACC TTC 144 
Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

ACT CCC TAG TGG ATG GAG TGG GTG CGA CAG GCC CCT GGA CAA GGG GTT 192 
Thr Pro Tyr Trp Met Gin Trp Val Arg Gin Ala Pro Gly Gin Gly Leu 
30 35 40 45 

GAG TGG ATG GGA TCT ATT TTT CCT GGA GAT GGT GAT ACT AGG TAG AGT 240 
Glu Trp Met Gly Ser He Phe Pro Gly Asp Gly Asp Thr Arg Tyr Ser 

50 55 60 

CAG AAG TTC AAG GGG AGA GTC ACC ATG ACC GCA GAC AAG TCC ACG AGC 288 
Gin Lys Phe Lys Gly Arg Val Thr Met Thr Ala Asp Lys Ser Thr Ser 

65 70 75 

ACA GCC TAG ATG GAG CTG AGC AGC CTG AGA TCT GAG GAC ACG GCC GTG 336 
Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 

80 85 90 

TAT TAG TGT GGG AGA GGA TTA CGA CGA GGG GGG TAG TAG TTT GAC TAG 384 
Tyr Tyr Cys Ala Arg Gly Leu Arg Arg Gly Gly Tyr Tyr Phe Asp Tyr 

95 100 105 

TGG GGG CAA GGG ACC ACG GTC ACC GTC TCC TCA G 418 
Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 
110 115 120 

7 4 mU^W- 1 1-3026364 

i 



S^s^ 10 — 0 6 0613 



[0 19 9] 

mm^^ : 1 9 

mM<D^-^ : 4 1 8 
BB^JODSS : c DNA 

mn 

ATG GAG TGG ACC TGG AGG GTG TTC TTC TTG CTG GCT GTA GCT CCA GGT 48 
Met Asp Trp Thr Trp Arg Val Phe Phe Leu Leu Ala Val Ala Pro Gly 

-15 -10 -5 

GCT CAC TCC CAG GTG CAG CTG GTG GAG TCT GGG GCT GAG GTG AAG AAG 96 
Ala His Ser Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-1 1 5 10 

CCT GGG GCC TCA GTG AAG GTT TCC TGC AAG GCA TCT GGA TAG ACC TTC 144 
Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

ACT CCC TAG TGG ATG CAG TGG GTG CGA CAG GCC CCT GGA CAA GGG CTT 192 
Thr Pro Tyr Trp Met Gin Trp Val Arg Gin Ala Pro Gly Gin Gly Leu 
30 35 40 45 

GAG TGG ATG GGA TCT ATT TTT CCT GGA GAT GGT GAT ACT AGG TAG ACT 240 
Glu Trp Met Gly Ser lie Phe Pro Gly Asp Gly Asp Thr Arg Tyr Ser 

50 55 60 

CAG AAG TTC AAG GGC AGA GTC ACC ATC ACC GCA GAC AAG TCC ACG AGC 288 
Gin Lys Phe Lys Gly Arg Val Thr lie Thr Ala Asp Lys Ser Thr Ser 

65 70 75 

ACA GCC TAG ATG GAG CTG AGC AGC CTG AGA TCT GAG GAC ACG GCC GTG 336 
Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 
80 85 90 



10 — 06061 



TAT TAG TGT GCG AGA GGA TTA CGA CGA GGG GGG TAG TAG TTT GAG TAG 384 
Tyr Tyr Gys Ala Arg Gly Leu Arg Arg Gly Gly Tyr Tyr Phe Asp Tyr 

95 100 105 

TGG GGG GAA GGG AGG AGG GTG AGC GTC TOG TCA G 418 
Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 
110 115 120 



7 6 



miE#¥ 1 1-3026364 



10 — 060613 



[01] 

0 2li. HA^^^i^•5r^'ffi^5^:M^mv^;t sandwich ELISA^5:^i-^^®"t?fe^ 

o 

[03] 

^V^fcsandwich ELISA^lC^W-g> t bM^bmHM1.24jn:^<DS*ffi^^^t-^'*9 ^ 

7?^ So 

[04] 

& S o 

[0 5] 

0 5tt. HA^^'*'f^ll^Rr^'f4^5^®^fflV^fcsandwich ELISA^ICT^^ ^MtaHMl. 
[06] 

06 li. HA^^'-f^innr^ttrnM^mv^fcsandwich ELISA^lCl3V>T. tl hM^ffc 

OTi - 2Afn.mt ^ ^ ^ M^HMi . 24m«s t.mm\z^yir9-y mn^ x^hmi . zmi^ 

[07] 

07 li, HA^^'>f*in«I^'l4mM5:^^m^^-^^^CH0 M^ffiV^fcFCM ^^tC 

(D^yb^mi)\ n>hn-;i/*rL^ (M^-e5tbfc) icifc^^y:7 b bTv^-5r 

^-ry^^-efe-So J&fe, #UiG418T'^#^bfcCH0 #Ali#lM&^^i: 



i^sp 10 — 0606 1' 



LT5 nMCDMTX -e^^L/fcCHO MllS^T'^So 
[08] 

Vt;XHM1.24tn:<*^lC J: ^western blotS:^TV>, HM1.24^ii2:^m b:t^:^S:at-r 

liHM1.24in;M(D^ttn> hD-;i/"e^Sc 
[09] 

ofe^, y"^7 >(.HM1.24tn:#:JC J: S western blot$:ffV^, HM1.24Jn;M 
$:^ajL7^^m$:ati-0ffif^M^K"efe'&o #C^li5 nMOMTX xmiHLfz. 

CHO *IHJiS«T'^y> ^fcKPMM2 MJia^^#«HM1.24^M® H-ffi^^ > h □ 

[010] 

01 0«, HA^^^'^f^inC ^iU|^Bj^ttHM1.24mMI§3^^^^-CGM/HA-HM164(D 

[011] 

01 1«, HA^i^'^irtlC i^mi^or^§?HM1.24taM$:|g^$i±7^C0S-7 mm^J: 
^ ^«±^t 5: MV^fe sandwich ELISA^fC^i-J S h SS^b^HMl .24m#;<Z)S^iffi^ 

[012] 

m«±?fS:mv^fe sandwich ELISA^IC jS^-J^ H hM^bi5lHM1.24m#^®^^ffi||S: 
[013] 

<itcm mm (#2, #21 , #28 ) iz^^^m±mi3^u^ms^mM<^^M7ri^miz 

7 8 11-3026364 



4f 5^ 10 — 060613 



TSDs-:KUT^u;i/T^ }^^jmM.mm^n^r^^^ -^^i^mi.z^mmz^^ve 

stern h\ot^n^\ HM1.24mM5:^ffi bfe*g«$:^-tEI®f^m^^"^'^^o 

, cHo/sHM mk^ '^m-^mmn.2Aifn,m^^m-^^t^cm mmr-^^^j. t<Dm 

E14«, HMl. 2 4mM^>A^'KS:=3-F-t^cDNA(Dm«iB^fmt>* 
>i^f 1- S r ^ >' ^SH^tt ^ ^ "t S ^ -5 . 
[01 5] 

BI15li, HMl. 2 4^5iM^>/N°^S^3-Kf ^cDNA®^»BB^'mt>* 
[01 6] 

0161^, Panning^S$:MV^T#IIL:t^^->P3. IQJkXf^^:^ 
^i;-r.>^^lcj;y#M$ti:fe5o(Z)^n-> (I S l-'I S 5) CD^^H-^- 

[017] 

01 Ht. ^HMl. 24m#: (A ; CHO/NEO. B ; CHO/HM) ^ 

\:iy.hif'yJ^itmmx^ r4V^-(^<D-'mLt^:=iyhu-;vmW- (UPC 10 

a 

[01 8] 

01 8lt, :g-Sm^feit>*HMl. 2 4|§igCHO|fflJiglCfeltSHMl. 2 
4i5T;M®5g3^$:^5iHMl. 2 4 ^5l^$:ffl VAfcjfe^tfcl^ - ^n::;^^ >)/7=->f > 
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